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REMARKS 

!• Amendments to the Specification to Correct Typographical Errors: 

Applicant has amended the specification to correct typographical errors discovered after 
filing. No new matter has been introduced. 

2. Claims Refected Under 35 U.S.C. 6102fb1: 

The Examiner has rejected claims i, 12, 13, 15-21, 29 and 38-45 under 35 ILS,C. § 
102(b) as anticipated by Czernielewski. Claiml6 has been withdrawn. Claims 1, 13, 15 and 38 
have been amended. Claims, 12, 17-21, 29 and 39-45 remain as originally filed. Applicant 
respectfully contends that the remaining claims, as amended, should be allowed in light of the 
following arguments: 

A- The Scope of Czernielewski is Restricted to Combinations of Metronidazole and 
Clindamycin: 

The scope of Czernielewski, through its prosecution history, has clearly been restricted to 
cover only compounds including a combination of metronidazole and clindamycin, not 
metronidazole alone. Although there are claims present in Czernielewski which cover 
compounds including only metronidazole, it is absolutely unambiguous from a review of the file 
wrapper that the inventor in Czernielewski limited bis claims to only combinations of 
metronidazole and clindamycin. 

To wit, during prosecution of Czernielewski the examiner refused to allow claims 
directed at compounds with only metronidazole as the active ingredient (See Office Action dated 
June 3, 1997, Exhibit "A" hereto, at page 2 ) as being anticipated under 102(b), In response to 
this rejection, the inventor amended his claims and, in his remarks states unambiguously that: 

[u]pon entry of the subject amendments, all of the claims will be directed to a 
method for treating inflammation comprising administering a composition 
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comprising an effective amount of metronidazole and clindamycin in 
combination with a pharmaceutical^ acceptable carrier. 

and: 

[t]his rejection is moot as a topical composition containing metronidazole is no 
longer claimed 

[See Response to Office Action dated December 3, 1997, Exhibit "B" hereto, at 
pages 4 and 8] 

Inexplicably, however, the applicant submitted claims with metronidazole as the sole 
ingredient. Even more inexplicably, the examiner allowed those claims to issue. Outside of 
those claims, there is practically no support in the specification for compositions including only 
metronidazole. The specification is devoted almost entirely to the synergistic effects of 
metronidazole and clindamycin. 



Accordingly, it is Applicant's position that Czernielewski covers only combinations of 
metronidazole and clindamycin and mat the claims covering metronidazole alone were 
erroneously allowed and should not be grounds for a refusal under 35 U.S.C. § 102(b). 

B - Czernielewski Does Not Disclose a Sta hle Formulation for the Use of Metronidazole 
in an Impregnated Inert Support: 

Even if the. scope of Czernielewski were deemed to cover the disclosed invention, 
Czernielewsfa does not disclose a formulation for a solution of metronidazole capable of being 
used in an impregnated inert support. 

The compositions described in Czernielewski are impossible to apply using an 
impregnated inert support. Czernielewski describes two different compositions (Examples 2 and 
3) which are for a cream and a gel. It would be obvious to an individual with reasonable skill in 
the relevant art mat a pledget or pad, cannot, as a practical matter, be impregnated with a gel or a 
cream. Use of a solution is the only viable method for doing so. Czernielewski does not describe 
a solution of metronidazole alone or even in combination with clindamycin. Instead, it 
erroneously implies that the compositions it describes (i.e., a gel or a cream) can be infused into 
an "impregnated pad" without offering any support sufficient to enable such an application. 
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The invention claimed by Applicant requires use of an inert support and goes through 
extremely detailed description of such inert support. The only mention of anything even 
remotely resembling an inert support in Czernielewski is the passing mention of an "impregnated 
pad" among 11 possible delivery mechanisms for the compositions it describes without 
providing any detail about the "impregnated pads" being inert, much less describing materials 
which would render such "impregnated pads" inert in the presence of metronidazole and a major 
solvent. 

Accordingly, Czernielewski docs not describe all of the elements of the invention 
disclosed in the present invention and the Examiner's refusal under 35 U.S.C. § 102(b) should be 
withdrawn. 

Notwithstanding the foregoing arguments, Applicant has amended the relevant claims to 
more specifically include the materials utilized in the inert support, the concentration of 
metronidazole in the solution and the composition of the major solvent used in the solution. 

For the foregoing reason, and in view of the claim amendments, claims 1, 12, 13, 15, 17- 
21, 29 and 38-45 are now in condition for allowance. 

2. Claims Rejected Under 35 U.S.C. S103fa) ! 

The Examiner has rejected claims 2-11, 14, 22-28 and 30-37 under 35 U.S.C. § 103(a) as 
being unpatentable over Czernielewski in view of Buseman. Claims 5 and 27 have been 
withdrawn. Claims 9-11, 14 and 28 have been amended. Claims, 2-4, 6-8, 22-26, and 30-37 
remain as originally filed. Applicant respectfully contends that the remaining claims, as 
amended, should be allowed in light of the following arguments: 

A - Buseman is Moot as a Secondary Reference Under 35 U.S.C. 8103fal if 
Czernielewski has been Overcome: 

As discussed above, Czernielewski lacks critical elements which are present in the 
present invention. These critical elements are similarly lacking in the Buseman. Accordingly, 
the Examiner's refusal under 35 U.S.C. §l03(a) cannot be sustained on the basis of 
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Czernielewski alone, nor in combination with Buseman and it is respectfully requested that same 
be withdrawn. 

B. Applicants Date oflnvention Pre-Dates Buseman's Effective Date a s a Reference: 

In addition, the Applicant's date of invention pre-dates Buseman's effective date as a 
reference. Attached as Exhibit "C" hereto, is a Declaration by Inventor of Prior Inventorship 
Under 37 C.F.R. 1*131 establishing an invention date at least as early as December 10, 1996. 
Buseman 9 s effective date is January 19, 2001, more than four (4) years after that. Accordingly, 
Buseman cannot constitute prior art and it is respectfully requested that the Examiner's refusal on 
the basis of Baseman be withdrawn, 

C. Buseman is Ineffective as a Reference Under 35 U.S,C. S103 fa) as it Describes an 
Adhesive Patch, not a Pledget: 

Buseman is also ineffective as a reference under 35 U.S.C § 103(a). As acknowledged 
by the Examiner, Buseman describes a "patch." The instant application, in contrast, discloses an 
impregnated inert support, or pledget, A patch and a pledget are completely different. 

The patch described by Buseman is an "adhesive patch useful for treating and preventing 
acne or a pimple 11 (See Buseman at column 4, line 32), The Buseman patch is clearly intended as 
a 'leave-on" application mechanism for the timed transdermal release of medication. 

The "pledget", or "impregnated inert support", of the instant application is non-adhesive 
in nature and not intended to "leave on" in a specific area of the skin. Taber's Medical 
Dictionary, 15 th Edition, defines a "pledget" as follows: "Small , flat compress, usually of gauze 
or absorbent cotton, used to apply or absorb fluid, to protect, or to exclude air " The 
specification of the instant application repeatedly states that the delivery system of the present 
invention is of the "pledget" type and not a "patch." 

In order to further clarify this point, all claims in the application have been amended to 
recite a "non-adhesive" inert support. 
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For the foregoing reason, and in view of the claim amendments, claims 2-4, 6-1 1, 14, 22- 
26, 28 and 30-37 are now in condition for allowance. 
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CONCLUSION 



Applicants submit that this Amendment and Response, if entered, places claims 1-4, 6- 
15, 17-26, and 28-45 in a condition for allowance and respectfully request that such action be 
taken by the Examiner at this time. 

Should a telephone conference be necessary or desirable to assist the Examiner's 
evaluation of this application, a telephone call to the undersigned at (305) 448-7089 is 
respectfully solicited. 

Dated: November 5, 2003 



USPTO Reg. No. 46,167 

LOTT & FRIEDLAND, PA. 
Post Office Drawer 141098 
Coral Gables, Florida 33114-1098 

Docket No.: 19113-1-0031 
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DETAILED ACTION 
Claim Rejections - JS U.S.C § 102 
I • The following is a quotaiion of (he appropriate paragraphs of 35 U.S.C. 102 that form the 
basis Tor the rejections under this seclion made in this Office action: 

A person shall be entitled In n patent unless - 

S?i5! S . i ".T ,0n T W d *' cribed in 4 P ubli,a «i«n » *»• <*« foreign wunlry or in public u» or 

on .Ob « dua country. mo« fen one y„r prior I. (hod.*, rf.ppBcj.n fa, p.WnttoO*Ss tel L 

2. Claim 10 is rejected under 35 U.S.C. 102(b) as being clearly anticipated by Bergman, 
Chemical Abstracts AN 1 989:502704 (corresponding to WO 8806888.) A copy of the abstract is 
provided as evidence of the disclosure. Borgman teaches , opica | formulations of metronidazole 
for the treatment of skin disorders. As the disclosure meet, every critical limitation of the claim, 
the claim is anticipated. 



3. Claims 10-25 arerejecled under 35 U.S.C. 102(b) as being anticipated byBusch etal, 
Chemical Abstracts AN 1976:145357. Busch el .1 teach compositions containing both 
clindamycin (registry number 18323^4-9) and metronidazole (registry number 443-48-1.) 
Synergism resulting from the combination is also disclosed. Phannaceutically acceptable carriers 
for the composition are also disclosed. Thus, the disclosure meets every critical limitation of 
these claims. 

The recitations of intended use, and to "topical" compositions, in the claims are noted. 
However, a recitation of the intended use of the claimed invention must result in a structural 
difference be. ween the claimed invention and the prior art in order to paten.abty distinguish the 
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claimed invention from , be prior flrt Jf ^ ^ ^ . ^ ^ 

intended, then it meets «,e claim. 1 52 USPQ 23 S (CCP A 1 967); /» 136 

USPQ458, 459(CCPA 1963). 



Claim Objections 

4. Claims 12-14, 16-17, 21-22, and 25 are objected to under 37 CFR 1.75(c). as being of 
i W dependent form for failing to further limit the subject matter of a previous claim. 
Applicant is re^ to cancel the Cain*). or amend the Mm(s) ,„ ^ ^ ^ ^ ^ 
dependent form, or recite the c.aim( S ) i n independent form. These claims differ from .heir 
respective dependent claims only by recitations of intended use. As they do not contain 
Nations wh.ch result in ^m^^ m ^^^^^ 
claims from which they depend. 

Claim Rejections '3SU.&CffJ0J 

5. The following is a quotation of 35 USC 103Mwhi^r- , . . 

103 W whlcn fo™s »he basis for all obviousness 

rejections set forth in this Office action: 

«ch lh.M he .ubjee nailer ii a *h^K^^S^ "?»■ P"*"* ^pn'or.rtvc 
tavrng cnliM^ ,kiU ,„ .„ lo ^ „ id ^..T^.* 1 *• «»»•*• invention wunu^to. 
nannsrin which (he inveniinn 

« ■ Claims 1 0-29 are rejected under 35 U S r inv.i «. • 

ocr « U.S.C. 1 03(a) as being unpatentable over Ayer el a! 

US Patent 4,018.918, in view of Borgman (WO 8806888, published 1988). 
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It would have been oo • 
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.... * " ents ' Furtherni otiva.ion.on.ak e the 

^ ■ Whe " dlndam ^ n a«d ^etromda^le are CWnb?ncd See , 
et al rt,,™., i ■ ■ wwwmed. See for exam p | e Bui ch 

«ai, Chemical Abstracts AN 1976- 1453 s? 

. 76 - ,45357 S "" mo «^vatfo„,o combine these two 

" nBred,Cn,S ta * ^ «» W« comes from Deckner el a. Chemical ak 

published im m „ er « al, Chemical Abstracts AN 1993:503333, 

P "shed 1993. (Deckneretal eoncapond. to WO 9307903 A 

« evidence ofthla di« , ° f *"* '" S 

eviqence of this disclosure as well.) Deckner ei al t ^,u , • , 
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ciacion of clindamycin and metronidazole. Theref (Q, iQljr^ jj' 
reference fails co teach or suggest the claimed methods. 

Claims 10-29 were further rejected under 35 o.a.c. S103 as 
being unpatentable over Ayer et al. U.S. Patent 4,018,918, 
taken in view of Borgman (WO 68/06888) . Ayer et al is cited 
based on its disclosure pertaining to topical clindamycin 
preparations and their uses for treatment of skin disorders. 
The Examiner further notes that such compositions may comprise 
antiinflammatories, in particular, steroidal anti- inflamma- 
tories. However, this reference completely fails to teach or 
suggest a composition comprising a combination of metronidazole 
and clindamycin, much less the use thereof for the treatment of 
inflammatory conditions. 

Moreover, the deficiencies of Ayer et al are not cured by 
Borgman. This reference acknowledged^ teaches that metroni- 
dazole is an excellent topical anti-inf lammatory which is 
suitable for usage in treatment of skin disorders such as acne. 
However, this reference contains non indication that clindamy- 
cin could potentiate the anti-inflammatory effects of this 
compound. Therefore, this reference also fails to teach or 
suggest the claimed invention. 

Moreover, even assuming arguendo that there would have 
been motivation to have combined these compounds baaed on the 
fact that both had been reportedly useful for treatment of skin 
conditions, this rejection must be withdrawn based on the 
unexpected results which are achieved by the claimed invention. 



- 5 




PAGE 21141 ' RCVD AT 2/10/2004 10:19:49 AM [Eastern Standard Time] " SVR:USPTO-EFXRF-1/24 • DNIS:2730604 * CSID:3054466191 * DURATION (mm-ss):08-36 



FEB-10-2004 TUE 10:26 AH LOTT & FRIEDLAND, PA FAX NO. 3054466191 P. 



cation r.u t «. to ^ UmiaobUi 

»nti .microbial activity 1„ , sreater 

fraoil, „ Particular. ^u».t bactaroida, 

21 ' * UCh ~" 10 " — — * 

pected given the fact thai- „i • j 

fact that elaDdMveta by itaelf exhibits no 

such anti-inflanmatoty activity, 

This a^ence of anti-infla^ a 
ated upon review of th* 
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fully requested to contact m,. 

tHe ^"^ed so that prosecution 

may be expedited. 

Respectfully submitted, 

BURNS, DOAKE, SWECKER & MftmiS, L.L.p. 

By: 

Ronin L, Teskli ~^ 

Registration No. 35,03o 

Post Office Box 1404 
Date: December 3, 1937 
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Attorney's Docket No. 19113-1-0031 



PATENT 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In rc Application of: 



KARLF.POPP 



Art Unit: 1615 



Serial No. 10/044,275 



Filed: 



January 10, 2002 



Examiner: Humera N. Sheikh 



For: 



METRONIDAZOLE PLEDGET 



Assistant Commissioner for Patents 
Washington, DC 20231 

Declaration hv Inventor of Prior Invention Under 37 C.F.R. 1.131 
I, Karl F, Popp, declare as follows: 

1. This declaration is to establish completion of the invention in this application in 
the United Stales, at a date prior to January 19, 2001, the filing dale of the U.S. Patent No. 
6,495,158 to Buseman, et al (the "Cited Reference") cited by the Examiner in the first office 
action (paper number 4) as a basis for rejecting claims 2-11, 14, 22-28 and 30-37 under 35 
U.S.C. § 103(a). 

2. The person making this declaration is the inventor. 

3. The following statements arc submitted to establish a date of completion for the 
invention disclosed in the instant application at a date prior to January 19, 2001 : 



a. The inventor conceived the idea of using a pledget for the delivery of a 
metronidazole solution including a major solvent component sometime 
daring 1995 in the United States. 

b. As reflected in confidential corporate records of the assignee of record, the 
present invention, as disclosed and claimed in the present application, was 
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discussed at various product development meetings in which the inventor 
participated, The earliest of such meetings occurring at least as early as 
December 10, 1996 in the United States. Attached hereto as Exhibit "A" 
is a page from said confidential corporate records evidencing this fact, 

c. As reflected in confidential corporate records of the assignee of record, the 
invention as disclosed and claimed in the present application was actually 
reduced to practice at least as early as August 14, 1997 in the United 
States. Attached hereto as Exhibit "B" is a page from said confidential 
corporate records evidencing this fact 

d. The inventor and assignee of record have diligently and continuously 
pursued development and refinement of the present invention in the 
United Stales from the 1995 date of conception through and beyond March 
28, 2001, the date of filing of U.S. Provisional Patent Application Serial 
Mo. 60/279,382 to which priority has been claimed in the present non- 
provisional application. 

4. From the above documentation and statements, it can be seen that the invention in 
this application, as disclosed and claimed in the present application, was conceived in the United 
States at least as early as December 10, 1996, and actually reduced to practice in the United 
States as early as August 14, 1997, both of which dates are earlier than the effective date of the 
Cited Reference. 

5. This declaration is submitted with the Applicant's response to the first office 
action, and is for the purpose of overcoming the Examiner's rejection under 35 U.S.C. § 103(a). 
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I declare, under penalty of the perjury laws of the United States, that all statements made 
herein of my own knowledge are true and that all statements made based on information and 
belief are believed to be true, and further that these statements were made with the knowledge 
that willful false statements and the like so made arc punishable by fine or imprisonment, or 
both, under § 1001 of Title 18 of the United States Code, and that such willful false statements 
may jeopardize the validity of the application, any patent issuing thereon, or any patent to which 
this verified statement is directed, 



Respectfully submitted, 



By: ^i^:^ V />t: j^> / .- - 
KarlF.Popp ' 

Date Signed . g 
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KFP 



KFP 



Metronidazole Pledget 



Stage II 



KFP suggested a patent be filed to cover use of metronidazole solution in pledget, pad, 
and dab-o-mahc formats. This position would be critical if metronidazole is approved 
for an acne indication. * v 

File patent application for this concept. 
.10 December 96 

After reviewing Stage I, NPC decided to move this project to Stage II. 

Concept: Metronidazole solution in a pledget format would be a unique delivery system 
in the market place for this active. Efficacy of this delivery system in rosacea would be 
needed to support an NDA filing. 

Review patent options for this concept. 




KFP reviewed the possible patent position for this product. 



JAJ 



KFP 



Develop projected sales information for this product assuming a launch ii 
13 February 1997 

ported potential sales for this product concept is about 



year. 



I for the first 




NPC confirmed its interest in securing a patent on this concept 
Initiate activities to file a patent application. 



KFP 
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KFP 



KFP 



KFP 
KFP 



23 May 97 




Monitor patent activities. 

MJM reiterated marketing's interest in this project. 
23 Tune 97 




Monitor patent activities. 
25 fulv 97 




Marketing interest in this product was high according to MJM as the concept would be 
unique for this drug. 

Initiate development and compatibility testing of metronidazole solutions. 
Move project to Stage ELA. 
14 August 97 

KFP provided samples PD614-33A (aqueous base) and ^^^^^ 
for NPC evaluation and further guidance as to this'producf s physical attributes. 
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Serial Number: 08/765,064 ?ij 
Art Unit: 120S 

art. Claims 26-29 are included in this rejection because the topical route of administration and 
treatment of skin disorders is clear from the combination of references for the same reasons. 
7. Any inquiry concerning this communication should be directed to Keith MacMillan at 
telephone number (703) 308-4614. 
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Patent 

Attorney's Docket Mo, 0i6aoo-i2a 

IN TEE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Patent Application of 

Janus z CZERNIELEWSKX et al 

Application No, 5 08/765, 0fi4 

Filed i March 25 , 1557 

For: DRUGS CONTAINING METRONIDA- 
ZOLE OR A SYNTHETIC MIXTURE 
OF METRONIDAZOLE AND 
CLINDAMYCIN 



€©FY 



Group Art Unit: 1205 
Examiner: k. MacMillan 



REPLY AND AMENDMENTS PURSUANT TO 
?7 CrF,*- Ml, ill, 1.115 and 1-119 



Assistant Commissioner for Patents 
Washington, D,C. 20231 

Sir: 

In response to the Office Action dated June 3, 1997, 
kindly amend the above -identified application as follows: 



IN THE CLAIMS = 



Kindly cancel claims 10 through 25, and substitute the 
following claims therefor: 

--30. A method for the treatment of inflammation, ©aid 
method comprising administering a composition which comprises 
an effective amount of metronidazole and clindamycin and a 
pharmaceutical^ acceptable carrier therefor. 




i: 
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A method for the treatment of inf&^tlJi 
method comprising topicalljr aAninisteting a pharinaceut . cal 
coition comprising an anti-infiammator, effective aneunt 

metronidazole and a topical pharmaceutical!, acCeptable 

therefor. 

32. Th. method of CUi, 30 . * mln ^ amolmt o£ 

P "* rat "» »" r^, Iro „ abouc . 

...I. to S, * „ l9ht „ ^ totu wi3hc e£ 

pharmaceutical composition. 



33. 



The method of Claim 31, wherein the amount of 
-tronidazole present in said compositiori ^ ^ ^ 
0.0X % to S* hy we l9 ht with respect to the tetaI Weighfc q£ the 
pharmaceutical composition. 

34. Th6 ^ of aa . m ^ wherfi ^ 
inflammation comprises treatment of a akin disease. 

35, The method o£ claim wherfi gaid treafcmeiit Qf 
inflammation comprises treatment of a sfcin disease. 

3S- The method of claim 24, wherein said ski „ dls . 

ease is accompanied by dermatosis. 

IXOIPY 



2 - 
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"OTP? 

37. The method of Claim 35, where said skin disease 
is accompanied by dermatosis. 

* 

38. The method according to Claim 36, wherein said 
dermatosis is selected from the group consisting of eczema, 
psoriasis, acne rosacea, acne vulgaris, ulcers, seborrheic 
derraatitides and irritations induced by chemical, physical or 
mechanical agents. 



39. The method according to Claim 37, wherein said derma- 
tosis is selected from the group consisting of eczema, psoria- 
sis, acne rosacea, acne vulgaris, ulcers, seborrhoeic dermatit- 
ides. and irritations induced by chemical, physical or mechani- 
cal agents. 



40. The method according to Claim 30, wherein said 
clindamycin is present in said composition in a proportion 
ranging from 0.O1 * to 10* by weight with respect to the total 
weight of the composition. 

41. The method according to Claim 33, wherein said 
clindamycin is present in said composition in a proportion 
ranging from O.01 * to 10* by weight with respect to the total 
weight of the composition. 



COPY 
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42, The method according to Claim 3 0 , VheVeih *the 

overall content of the metronidazole and clindamycin mixture 
does not exceed S to 10% of the total weight of said compost 



43. the method according to Claim 31 , wherein the 

overall content of the metronidazole and clindamycin mixture 
doe* not exceed 5 to 10* of the total weight of said composi- 



REMAMCS 

Entry of the foregoing amendments, reconsideration and 
reexamination of the subject application, as amended, pursuant 
to and consistent with 37 C.F,R. 51,112, and in light of the 
remarks which follow, are respectfully requested. 

By the present amendments, Claims 10 through 29 have been 
cancelled in favor of new Claims 30 through 43. These amend- 
ment* are made in order to expedite prosecution. 

Upon entry of the subject amendments, all of the claims 
will be directed to a method for treating inflammation compris- 
ing administering a composition comprising an effective amount 
of metronidazole and clindamycin in combination with a pharma- 
ceutical^ acceptable carrier, preferably by topical applica- 
tion. Based on the following, Applicants respectfully submit 
that these amendments should place this application in condi- 
tion for allowance. 



tion. 



tion. 



4 
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Turning to the Office Acti n, Applicants noteV tne 
outset that previous Claims l 2 ,i 4 , i«-i 7# 2i- 22 , and 25 Were 
objected to under 37 C.P.R. fa . 75(c) as being of improper 
dependent form. The claims were indicated not to be further 
limiting because they only differed from the respective depen- 
dent claims by recitations of intended use. This objection 
should be moot based on the present amendment. which limits all 
of the claims to methods of treatment. Therefore, the recited 
intended uses comprise a proper claim limitation. 

Also, all of the claims were rejected based on prior art. 
These rejections are respectfully traversed to the extent they 
may be applicable to the claims as amended. However, prior to 
specifically addressing the prior art, the present invention 
and its advantages are briefly summarized below. - 

The present invention generally relates to the use of 
metronidazole and clindamycin, in combination, for the treat- 
ment of inflammatory conditions, in particular those affecting 
the skin. As discussed in the subject application, metronida- 
zole cr 2-methyl- 5 -nitroimidazole-l-ethanol as it is also 
known, comprises known application for the treatment, ' topical- 
ly, of acne rosacea as described, e.g., in U.S. Patent 
4,837,378. However, while this compound effectively treats 
this condition, the exact mechanism which results in efficacy 
was poorly understood prior to the invention. It is well 
known, however, that this compound is an active anti -microbial 
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agent which is capable of killing certain anaerl 




sitic infectious organisms. 

The present inventors, quite surprisingly, have discovered 
that this compound exhibits potent ant i -inflammatory activity, 
in particular when applied topically. Moreover, it has been 
surprisingly discovered that this compound, when combined with 
clindamycin, exhibits synergistic anti- inflammatory activity. 
This result is highly unexpected because clindamycin/ like 
metronidazole, had recently been reported to possess activity 
as an antibiotic and, therefore, was commonly used in the 
treatment of acne by topical application thereof. However, 
this compound was not known to possess ant i- inflammatory activ- 



Based on the discovery of this synergistic activity, the 
present invention is directed to an effective means of treating 
inflammatory conditions, in particular those affecting the 
skin, comprising the application of a combination of metronida- 
zole and clindamycin, e,g., by topical application to the akin. 
Skin diseases which may be treated with such a combination 
include, 'by way of example, eczema, psoriasis, acne rosacea, 
acne vulgaris, ulcers, seborrhoeic dermatitides and irritations 
induced by chemical, physical or mechanical agents. 

The synergistic anti -inflammatory results obtained by the 
combination of clindamycin and metronidazole may be appreciated 
upon review of the results contained in Example 1* This Exam- 
ple compares the anti -inflammatory effects of compositions 



ity- 



6 
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(CL.M „ 

Containing metronidazole alone, clindamycin' a loW,' In relation 
Co a composition containing a combination of metronidazole and 
clindamycin, present in Che same amounts by weight. Specifi- 
cally, these anti-inflammatory results were evaluated in a 
model of inflammation comprising oedema of the ear of Che mouse 
which was induced by topical application of arachidonic acid. 
According to this model, topical application of arachidonic 
acid causes ear inflammation characterized by the rapid devel^ 
opment of an oedema which becomes most pronounced about an hour 
after application. 

This response may be quantified by measuring the thickness 
of the ear after treatment. Thus, compounds which inhibit 
inflammation in this model result in a reduction of oedema 
characterised by reduced thickness of the ear after applica- 
tion. The results obtained upon application of metronidazole 
alone, clindamycin alone, and a combination thereof, are summa- 
rized in the Table at page 8 of the subject application- These 
results clearly demonstrate that the application of clindamycin 
alone had no statistically significant effect on inflammation. 
In other words, it did not inhibit inflammation. By contrast, 
the 2* dosage of metronidazole alone resulted in 20% inhibition 
of inflammation after an hour and about 3 6% after two hours. 
Moreover, quite surprisingly, the combination of metronidazole 
and clindamycin resulted in 46% inhibition after an hour and 
63% after two hours. Quite clearly, this enhancement in anti- 
inflammatory activity which occurred with the combination of 

' 0 FY 
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